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DETAILED ACTION 

1 . The amendment received March 28, 2007 in response to the Office Action of January 29, 
2007 has been received and is entered. 

2. Upon review and reconsideration, the finality of the previous action will be vacated and 
prosecution of application 10/685,665 is reopened. 

3. Previously pending claims 55, 57-72, 75, 89-95, and 97-120 have been cancelled. 

4. Claims 1, 2, 4, 5, 9-12, 15, 19, 20, and 80-88 are currently pending and under 
consideration. 

New Grounds of Rejection 
Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

5. Claims 2 and 80-85 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the enablement requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to enable one skilled in the art to which it pertains, 
or with which it is most nearly connected, to make and/or use the invention. 

Factors to be considered in determining whether undue experimentation is required, are 
summarized in In re Wands, 858 F.2d 731, 737, 8 USPQ2d 1400, 1404 (Fed. Cir. 1988). There 
are many factors to be considered when determining whether there is sufficient evidence to 
support a determination that a disclosure does not satisfy the enablement requirement and 
whether any necessary experimentation is "undue." These factors include, but are not limited to: 
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the breadth of the claims, the nature of the invention, the state of the prior art, the level of one of 
ordinary skill, the level of predictability in the art, the amount of direction provided by the 
inventor, the existence of working examples, and the quantity of experimentation needed to 
make or use the invention based on the content of the disclosure. See also Ex parte Forman, 230 
USPQ 546 (BPAI 1986). 

Claim 2 is drawn to the method of claim 1, wherein the agent does not interfere with the 
specific binding of fibroncetin to an integrin other than alpha 5 beta 1. 

Claims 80-85 are drawn to the method of claim 1, wherein the binding of said antibody to 
said alpha 5 beta 1 is at least two-fold, five-fold, or ten-fold greater than the binding of said agent 
to an integrin other than alpha 5 beta 1, wherein said integrin is alpha V beta 3. 

The specification teaches that several integrins bind to fibronectin and integrin alpha 5 
beta 1 generally is selective for fibronectin, see p. 13, lines 3-6. 

The specification teaches that function blocking antibodies for alpha 5 beta 1 (NKI- 
SAM-1, JBS5 or HA I) were used for examination of the effects of alpha 5 beta 1 cell adhesion, 
migration, and angiogenesis, see p. 40-41 . 

The specification teaches that function-blocking monoclonal antibody antagonists of 
integrin alpha 5 beta 1, but not control (non- function blocking) anti-alpha 5 beta 1 monoclonal 
antibodies, selectively inhibited HT29 alpha 5+(100+/-6%), CEF (89.7+/-3.4%), and HUVEC 
(72-17-2.5%) adhesion to fibronectin, but did not inhibit attachment to vitronectin; however, 
LM609, an anti-alpha V beta 3 specific antibody inhibited attachment of the cells to vitronectin. 
The specification teaches that these results demonstrate that alpha 5 beta 1 binding to fibronectin 
is required for adhesion alpha 5 beta 1 expressing cells to fibronectin, see para bridging p.44-45. 

One cannot extrapolate the teachings of the specification to the enablement of the claim 
because it is well known in the art that antibodies cross react and some of function blocking 
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antibodies used in the specification were generated with whole cells as an immunogen and not a 
unique alpha 5 beta 1 integrin epitope, thus increasing the unpredictability for one of skill in the 
art to make and use an antibody that does not interfere with the specific binding of fibronectin to 
an integrin other than alpha 5 beta 1 or antibody that has at least two-fold, five- fold, or ten- fold 
greater binding to alpha 5 beta 1 than an integrin other than alpha 5 beta 1. 

In particular, Chemicon (Mouse anti-human integrin alpha 5 beta 1 monoclonal 
antibody, 2002) teaches that clone JBS5 was generated with Jurkat cells as an immunogen. 
Further, Chemicon (Mouse anti-human integrin CD94E monoclonal antibody, 2007) teaches 
that SAM-1, which interacts with integrin alpha 5 beta 1 and appears to be the same as the NKI- 
SAM-1 alpha 5 beta 1 function blocking antibody taught in the specification, was generated with 
U937 cells as an immunogen. 

Furthermore, Roitt et al (Immunology, 1993, Mosby, St. Louis, p 6.4-6.5) specifically 
teach that when the determinants (epitopes) of antigen A are shared by another antigen, B, then 
antibodies that bind to those determinants (epitopes) in A will also react with B. This 
phenomenon is termed cross-reactivity (p. 6.5, para 1), thus function blocking antibodies that 
bind to an epitope on alpha 5 beta 1 could specifically bind to an epitope on another integrin that 
binds fibronectin and interfere with that integrin 5 s binding to fibronectin. 

Furthermore, Gelboin (Pharmacological Review, 1993, 45:413-453) teaches 
that the specificity of antibody binding resides in the precise ability to recognize and 
bind a specific epitope on the surface of a molecule and that a MAb that recognizes 
an epitope that is present in more than molecule will bind all of those molecules 
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containing the common epitope (p. 416, para 2), thus specifically bind to each of the 
forms that shares a common epitope. 

Thus, given that antibodies are well known in the art to cross-react with other 
proteins to which they were not specifically generated, given that that antibodies 
taught in the specification do appear to have been generated with epitopes specific for 
alpha 5 beta 1, given that neither the specification nor the art of record teaches that 
the antibodies do not interfere with the specific binding of fibronectin to an integrin 
other than alpha 5 beta 1, and given that neither the specification nor the art of record 
teaches that the binding of any antibody to alpha 5 beta 1 is at least two-fold, five- 
fold, or ten-fold greater than the binding of said antibody to an integrin other than 
alpha 5 beta 1, one of skill in the art could not predictably make and use the invention 
as claimed. Thus undue experimentation would be required to make and use the 
claimed method. 

Applicant is reminded that MPEP 2164.03 teaches "the amount of guidance or direction 
needed to enable the invention is inversely related to the amount of knowledge in the state of the 
. art as well as the predictability of the art. In re Fisher, 428 F.2d 833, 166 USPQ 18, 24 (CCPA 
1970) the amount of guidance or direction refers to that information in the application, as 
originally filed, that teaches exactly how to make or use the invention. The more that is known 
in the prior art about the nature of the invention, how to make, and how to use the invention, 
and the more predictable the art is, the less information needs to be explicitly state in the 
specification. In contrast, if little is known in the prior art about the nature of the invention and 
the art is unpredictable, the specification would need more detail as how to make and use the 
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invention in order for it to be enabling . Given only lack of guidance in the specification, no one 
skilled in the art would accept the assertion that the claimed invention would function as 
contemplated or as claimed based only on the information in the specification and that known in 
the art at the time the invention was made. 

The specification provides insufficient guidance with regard to these issues and provides 
no working examples which would provide. guidance to one skilled in the art and no evidence 
has been provided which would allow one of skill in the art to predict that the invention will 
function as contemplated or claimed with a reasonable expectation of success. For the above 
reasons, it appears that undue experimentation would be required to practice the claimed 
invention. 

6. Claims 80-85 are rejected under 35 U.S.C. 112, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. Claims 80-85 were part of the preliminary amendment filed 10/14/2003. However 
the Oath filed 10/14/2003 does not refer to the preliminary amendment. 

For applications filed prior to September 21, 2004, a preliminary amendment that was 
present on the filing date of an application may be considered a part of the original disclosure if 
it was referred to in a first filed oath or declaration in compliance with 37CFR 1.63. If the 
preliminary amendment was not referred to in the oath or declaration, applicant will be required 
to submit a supplemental oath or declaration under 37 CFR 1 .67 referring to both the application 
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and the preliminary amendment filed with the original application, see MPEP 602, Section V, 
New Matter Issues. 

A search of the originally filed specification for limitation of the method of claim 1, 
wherein the binding of said agent to said alphaSbetal integrin is at least two-fold, five- fold, or 
ten- fold greater than the binding of said agent to an integrin other than alpha 5 beta 1 integrin or 
where said integrins other than alpha 5 beta 1 integrin is a alpha V beta 3 integrin did not reveal 
support for the claimed limitations. Thus, claims 80-85 are new matter because the Oath does 
not refer to the preliminary amendment and they are not supported by the originally filed 
disclosure. 

Applicant is invited to submit evidence pointing to page and line number in the 
specification wherein support for the newly added limitation can be found. The subject matter 
claimed in claims 80-85 broadens the scope of the invention as originally disclosed in the 
specification. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re LongU 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
VogeU 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
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with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must folly comply with 37 CFR 
3.73(b). 

7. Claim 1 is rejected under the judicially created doctrine of obviousness-type double 
patenting as unpatentable over claim 4 of US Patent No. 6,852,318. 

Although the conflicting claims are not identical, they are not patentably distinct from 
each other because they relate to the same inventive concept wherein both the patented claims 
and the instant claims have all of the characteristics of a method of reducing or inhibiting 
angiogenesis in a tissue, comprising contacting alpha 5 beta 1 integrin in the tissue with an agent, 
wherein said agent comprises an anti-alpha 5 beta 1 integrin antibody or an alpha 5 beta 1 
integrins binding fragment of said antibody, and said agent interferes with specific binding of the 
alpha 5 beta 1 integrin to fibronectin expressed in the tissue, thereby reducing or inhibiting 
angiogenesis in the tissue. 

Although the patented claims specifically state that the antibody is an antagonist and the 
instant claims state that the antibody is an agent and the patented claims state that the antagonist 
induces growth factor stimulated endothelial cell apoptosis and interferes with the specific 
binding of the specific binding of the alpha 5 beta 1 integrin expressed in the tissue, wherein the 
ligand is fibronectin, it would have been prima facia obvious to reduce or inhibit angiogenesis 
in a tissue, comprising contacting alpha 5 beta 1 integrin in the tissue with an agent, wherein said 
agent comprises an anti-alpha 5 beta 1 integrin antibody or an alpha 5 beta 1 integrins binding 
fragment of said antibody, and said agent interferes with specific binding of the alpha 5 beta 1 
integrin to fibronectin expressed in the tissue given that the 6,852,318 teaches that alpha 5 beta 1 
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antagonists also induce apoptosis of growth factor stimulated endothelial cells in vitro and in 
vivo (see col. 8, lines 31-33), and that agents that interfere with the specific binding of alpha 5 
beta 1 and fibronectin can reduce or inhibit growth factor stimulated angiogenesis and the 
angiogenesis that occurs in tumors (see col 6, lines 60-65), and that antibody antagonists of 
alpha 5 beta 1 can interfere with the specific binding of alpha 5 beta 1 integrin with its ligands, 
particularly fibronectin, in vascular tissue, and can reduce or inhibit angiogenesis (see col. 9, 
lines 10-15), and that such molecules that interfere with the specific binding of alpha 5 beta 1 
with its ligands are referred to herein generally as "agents," "agent antagonists or" alpha 5 beta 1 
antagonist" (see col. 9, lines 15-17) 

8. Claims 4, 5, 9-12, 15, 19, 20, and 80-88 are rejected under the judicially created doctrine 
of obviousness-type double patenting as unpatentable over claims 1 and 4-12, of US Patent No. 
6,852,318. 

Although the conflicting claims are not identical, they are not patentably distinct from 
each other because they relate to the same inventive concept and would have been obvious in 
view of the patented which have all of the characteristics of a method of reducing or inhibiting 
angiogenesis in a tissue, comprising contacting alpha 5 beta 1 integrin in the tissue with an agent, 
wherein said agent comprises an anti- alpha 5 beta 1 integrin antibody or an alpha 5 beta 1 
integrin binding fragment of said antibody, and said agent interferes with specific binding of the 
alpha 5 beta 1 integrin to fibronectin expressed in the tissue, thereby reducing or inhibiting 
angiogenesis in the tissue, wherein the tissue comprises ocular tissue, wherein the ocular tissue 
is selected from the group consisting of retina, macula and cornea, neoplasm, wherein the tissue 
comprises a neoplasm; wherein the neoplasm is a malignant neoplasm, wherein the malignant 
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neoplasm is a metastatic malignant neoplasm, wherein the malignant neoplasm is a carcinoma, 
,wherein the agent comprises an alpha5betal integrin binding fragment of said antibody, wherein 
the agent is linked to a cytotoxin, wherein the cytotoxin is a cancer chemotherapeutic drug, 
wherein the binding of said antibody to said alpha 5 beta 1 integrin is at least two-fold greater 
than the binding of said agent to an integrin other than alpha 5 beta 1 integrin, wherein said 
integrin other than alpha 5 beta 1 integrin is alpha V beta 3 integrin, wherein the binding of said 
antibody to said alpha 5 beta 1 integrin is at least 5-fold greater than the binding of said agent to 
an integrin other than alpha 5 beta 1 integrin, wherein said integrin other than alpha 5 beta 1 
integrin is alpha V beta 3 integrin, wherein said tissue is in a human subject, wherein said 
malignant neoplasm is selected from the group consisting of a sarcoma, a mesothelioma, a 
teratocarcinoma, an astrocytoma, and a glioblastoma, wherein said carcinoma is selected from 
the group consisting of a breast carcinoma, a colon carcinoma, an ovarian carcinoma and a 
pancreatic carcinoma. 

It would have been prima facia to perform the claimed method with an antibody that 
specifically interferes with the specific binding of the alpha 5 beta 1 integrin to fibronectin 
because US Patent No. 6,852,318 teaches as set forth above in the section 7 and teaches that 
both fibronectin and its receptor, alpha 5 betal integrin, directly regulate angiogenesis. US Patent 
No. 6,852,318 teaches that the specific interaction of fibronectin and alpha 5 beta 1 is central to 
the contribution of these two molecules to angiogenesis. US Patent No. 6,852,318 teaches that 
integrin alpha 5 beta 1 participates in pathways of angiogenesis that are the same as those of 
integrin alpha V beta 3, but distinct from the pathways involving alpha V beta 5. US Patent No. 
6,852,318 teaches that agents that interfere with the specific binding of alpha 5 beta 1 and 
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fibronectin can reduce or inhibit growth factor stimulated angiogenesis and the angiogenesis that 
occurs in tumors and, therefore, can be useful for treating various pathological conditions, 
including malignant neoplasms, col. 6, line 54-65. 

Furthermore, it would have been prima facia obvious to perform the method of claim 1 
wherein the tissue comprises a malignant neoplasm or carcinoma, wherein the malignant 
neoplasm is selected from the group consisting of a sarcoma, a mesothelioma, a teratocarcinoma, 
an astrocytoma, and a glioblastoma and wherein said carcinoma is selected from the group 
consisting of a breast carcinoma, a colon carcinoma, an ovarian carcinoma and a pancreatic 
carcinoma because US Patent No. 6,852,318 teaches that the present invention further provides 
methods of reducing or inhibiting angiogenesis in a tissue in an individual, by administering to 
the individual an agent that interferes with the specific binding of alpha 5 beta 1 integrin to a 
ligand expressed in the tissue, thereby reducing or inhibiting angiogenesis in the tissue in the 
individual. Also provided is a method of reducing the severity of a pathological condition 
associated with angiogenesis in an individual, by administering to the individual an agent that 
interferes with specific binding alpha 5 beta 1 integrin to a ligand in a tissue associated with the 
pathological condition, thereby reducing or inhibiting angiogenesis in the tissue and, 
consequently, reducing the severity of the pathological condition. The condition can be any 
pathological condition associated with angiogenesis, including a neoplasm, which can be a 
malignant neoplasm, for example, a carcinoma such as breast carcinoma, colon carcinoma, 
ovarian carcinoma or pancreatic carcinoma, or a sarcoma, mesothelioma, teratocarcinoma, an 
astrocytoma, glioblastoma, or other neoplasm, including a metastatic malignant neoplasm, see 
col. 4, lines 6-26. 
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Furthermore, it would have been prima facia obvious to perform the method of claim 1 
wherein the binding of said antibody to said alpha 5 beta 1 integrin is at least two-fold greater, 
five fold greater, or 10 fold greater than the binding of said agent to an integrin other than alpha 
5 beta 1 integrin, wherein said integrin other than alpha 5 beta 1 integrin is alpha V beta 3 
integrin because US Patent No. 6,852,318 teaches that as discussed for anti alpha 5 beta 1 
antibodies, a peptide that specifically binds alpha 5 beta 1 can be useful in a method of the 
invention where the antibody binds to alpha 5 beta 1 with at least about a two-fold greater 
specificity than it binds to another integrin, for example, alpha V beta 3, is more useful if it has at 
least about a five-fold greater specificity for alpha 5 beta 1, and is particularly useful if it has at 
least about a one order of magnitude greater specificity for alpha 5 beta 1 than for an integrin 
such as alpha V beta 3, see col. 1 1, lines 36-43. 

Furthermore, it would have been prima facia obvious to perform the method of claim 1, 
wherein said tissue is in a human because US Patent No. 6,852,318. teaches that an individual to 
be diagnosed or treated using a method of the invention can be any individual exhibiting 
angiogenesis associated with alpha 5 beta 1 integrin expression and, therefore, can be, for 
example, a vertebrate such as a mammal, including a human, dog, cat, horse, cow, of goat; a 
bird; or any other animal, see col. 14, lines 7-13. 

9. No claims allowed. 

10. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Peter J. Reddig whose telephone number is (571) 272-9031. The 
examiner can normally be reached on M-F 8:30 a.m.-5:00 p.m.. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Shanon Foley can be reached on (571) 272-0898. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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